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;^-rii.tin. of claim, will replace .IX P.i^r versions and 
listings., of claims in the application: 

T.iating e g ClalttB 
1-157. (Canceled) 

158 (Carr^itly *m«>aad) A method for idencifying a protean 

■ target as being " '-^-^ - """^"'''7' , 

,„ providing a molecule con^ri.in, a n>ethot,.»te 
^i.ty oovalentlv Uniced to the ligand whxch 
„«thotrexate n».iety bin<M to a dihydrololate 

reductase; » w ^ \ 

0,) introducing the molecule into a cell whx.h i) 
expresses a firsc fusion protein comprisir..j the 
dihydrofolate reductase ^^^^ ^~ oL b l n diT ^ that 
binds to the methotrexate moiety, ii) expresses a 
second fusion protein comprising the protein ..arget, 
wherein either the first or second fusion protean 
also comprises a transcription activator doi«.in and 
the other fusion protein comprises a DNA-uindxng 
domain. and iii) has a reporter gene, wherein 
expression of the reporter gene is condit.c.ed on 
the proximity of the first fusior. protein to the 
.econd fusion protein and wherein the DNA- binding 
domain binds upstream of the reporter g«.e._and 
u,> .^i7ein thf ^ cell is a yeast cell; 

permitting the molecule to bind to the first, fusion 
protein and to the second fusion protein so as to 
activate the expression of the reporter gene; and 
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(a) salecma cell if it e^resse^ the rap.-.rte. 

gene, 3o as to thereby identify the protein t.rget 
as being able to bind the ligand- 

159 (Previously Presented) The n^ethod of claim 158. w...ein 
' th.a protein target is encoded by genomic DNA or a c^A. 



160 . (Cancelled) 

161. (Currently Amended, Tfte ne^od o£ clain, 15 8. whereia the 

^ j« < = • falliJjiutm nrr — a^cclu ' .:oaQQ -) - 

first fusion protein is iam'u 

/^^ >, Y'^of olat-^ :reductase) - (DNA-binding domain). 

X62. (C:urrentXy tended) The method of claim ^'^^^J^'^^ 
. f.rst fusion protein is 4^xo £ ^ laLc ra ,^ ^ ^^^^ . 
t dihvdrof Plate r eductase)- (LexA) . 

163 (Currently Amended) The method of claim 158, wherein the 
' first fusion protein is ( a lU LL .-ofol i. rn ^.efeetsef 

Plate reductase)- {transcription actxvatxon 

domain) • 

164 (Currently Amended) The method of claim 158, wher.in the 
iirst fusion protein is -^^ ^ o l u lauc rod ..e^^ 
idihvdrofoiate redu ctase) - (B42) . 

165 (Currently i^mendad) The method of claim 158, wher^.-in the 
.econd fusion Protein comprises a DNA-binding domain. 

166. (Previously Presented) The metW of claim 158. .herein 
th© second fusion protein comprises LexA. 
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167 ,P..vl=UBly Pr«ent.d) The ^thod claim 1S8, wt>,„«in 
^h., seccod fusion pro«in comprisas a «an==r.,.tion 
aci:ivation domain. 

168. (Previously Pr.sant.ed) The method of clai«. 158, wherein 
the second fusion protein comprises B42 . 

169 (Currently Amended) The method of claim 158, wherein the 
cell is i,. . L.xc .i.-. i.' ir ui. g n r.7 f c^arrhrcmyc^^ carew,:»^. 

170. (Previously presented) The method of claim 158. wUerein 
the reporter gene is lacZ. Gal4 or Ura-3. 

171 (currently Amended) The method of claim 158, where i.n ^ 
^■ 11 13 n h — ^ ' --^ ^ '^^^ molecule comprises a 
m..thotrexate moie.y hound to the ligand, the first Eusion 
pcotein comprises ^ dihydrof olate reductase and a LexA, 
the second fusion protein coit«>rises the protein target 
and B42, and the reporter gene is LacZ, 

172 (Currently Amended) The method of claim 158, wher..in ^ 
_11 lu -I g ■ -•'^ molecule compr:i ses a 

n^ethotrexate moiety bound to the ligand, the first fusion 
protein comprises a dihydrof olate reductase and ... LexA, 
uhe second fusion protein comprises the protein target 
.md B42 , and the reporter gene is Gal4 . 

173-180. (Cancelled) 
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X. ^ -iriencifvina a protein target as l>e3-ng 

lei. (NOW) A method £01. identitying a 

ab:e to bind a ligand, comprising: 

(.) providing a molecule co„«prising. a methotrexate 
^iety covalencly linlced to the ligand .h.ch 
methotrexate . moiety bind. to a dihydroi olate 
r-educcase; 

(b) introducing the molecule into a cell whi.ti x) 
expresses a first fusion protein comprisin., the 
dihydrofolate reductase that binds to the 

. _ i*\ £»-K-r>-r^'ises a second tusxon 
methotrexate moiety, 11) expre..ses 

protein cotr«,rising the protein target. wuerexn 
either the first or second fusion protein also 
cons>rises a transcription activator domain ar.d the 
other fusion protein coirs,rises a DNA-binding domaxn. 
and iit) has a reporter gene, wherein expression of 
the reporter gene is conditioned on the proxi.aty of 
the first fusion protein to the second fusxon 
protein and wherein the DNA-binding domain bxnds 
up3tream of the reporter gene, and wherein the cell 
is a bacterial cell; 

(c) permitting the molecule to bind to the first fusion 
protein and to the second fu£,ion protein so as to 
activate the expression of the reporter gene; and 

i£ it expresses the r.sporter 

(d) selecting the cell xr xt bajh-'-'* 

gene, so as to thereby identify the protein target 
as being able to bind the ligand. 

182. (New) The method of claim 181, wherein the protein target 
is encoded by genomic UNA or a cDNA. 
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183 IN.-) Th. method of =l»im 181. ""-"^ '■'^ ^^""^ 
domain) - 

XB4. (»ev, T^e Of =l=i» ^''^ 

protaii. 1. (dihydrotolate reductase) - (LaxA) . 

185. Th. ot clai. 181. Wherein the first .u.ion 

protein is (dihydrofolat. reductase, - (transcr.pt.on 

activation domain) . 

X86. (l^ew, The inethod of claim 181, wherein the first l:usion 
protein is (dihydrofolate reductase) - (B42) . 

187. (New) The method of clain. 181. wherein the .econd Eusion 
protein coniprises a DNA^binding domain. 

188. («ew) The method of claim 181, wherein the second fusion 
protein coitprisejs LescA, 

189. .New) The method of claim 181. wherein the second fusioh 
protein con«,rises a transcription activation domain. 

190. (New) The method of claim 181. wherein the second fusion 
protein comprises B42- 

191. (New) The method of claim 181, wherein the .:ell is 
Escherichia coll. 

^ ^ r ^ir.-!r^ ifil wherein tHe reporter gene 

192. (New) Ttie method o£ claxm 181, wnerexn 

is lacZ, Gal4 or Ura-3- 
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193 (Mew) T?he method o£ claim 181. whereir. the xnoK.cule 
cor.iprises a methotrexate moiety bound to the ligand, the 
first fusion protein coi^prises a dihydrof olate rea^.tase 
and a LexA, the second fusion protein coir^rise. the 
protein target and B42. and the reporter gene is Lac... 

194 (Wew) a«he method of claim 181, wherein the mo:, ecule 
comprises a methotrexate n^oiety bound to the ligancl, the 
first fusion protein comprises a dihydrof olate reductase 
and a LexA, the second fusion protein comprises, the 
protein target and B42, and the reporter gene is GaLl. 
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